We characterized influenza A(H1N1)pdm09 isolates from large-scale outbreaks that Table S1 ) and 10 Indian isolates were characterized to identify particular features related to outbreaks with severe and fatal cases.
The antigenicity of these Nepalese and Indian isolates was characterized using the hemagglutination inhibition (HI) test. The hemagglutination activity of all isolates tested was inhibited by ferret antisera Nepalese and Indian isolates tested were antigenically similar to the contemporary circulating H1N1pdm.
The susceptibility of the isolates to four neuraminidase (NA) inhibitors, oseltamivir, peramivir, zanamivir, and laninamivir, was determined using a fluorescent NA inhibition assay with the NA-Fluor influenza neuraminidase assay kit (Applied Biosystems, Foster City, CA, USA), as previously described. 7 The results showed that the Nepalese and Indian isolates were susceptible to all four inhibitors (data not shown),
suggesting that no antiviral-resistant viruses had spread in these outbreaks.
Taken together, our viral antigenicity and antiviral susceptibility analyses did not identify any unusual features in the Nepalese and Indian outbreak isolates.
Genetic sequencing and phylogenetic analysis were conducted for all Nepalese and Indian isolates. As shown in Figure 1 , the isolates contain a hemagglutinin (HA) gene belonging to genetic clade 6B
represented by globally circulating H1N1pdm. 8 and subclade 3, respectively, in Fig. S1 ). Although the biological significance of these amino acid substitutions in HA and NA has yet to be precisely elucidated, they seem to be correlated with a certain extent in terms of phylogenetic tree (sub)clade structure, suggesting the coevolution of HA and NA with viral fitness. 9 The Indian isolate, A/ India/P152122/2015, possessed a D222G/N amino acid substitution in its HA. This polymorphism in HA has been occasionally associated with viral pathogenesis. 10 However, because this is the only isolate analyzed in this study that had this substitution, it is unlikely that this substitution was solely responsible for the outbreaks. The nucleotide sequences of the internal genes (PA, PB1, PB2, NP, M, and NS) of all Indian and seven randomly selected Nepalese isolates were determined using next-generation sequencing with the Illumina MiSeq system (Illumina K. K., Tokyo, Japan). Genetic and phylogenetic analysis of these genes revealed that most of the Nepalese and Indian isolates were clustered into a genetic subclade separated from other subclades formed by globally circulating H1N1pdm (Fig. S2) . The amino acid substitutions identified in the internal genes analyzed are summarized in Table S2 . Although several amino acid substitutions accumulated in these isolates compared to the globally circulating H1N1pdm, no known amino acid substitutions related to viral pathogenicity were identified. In addition, there were no characteristic differences in the genetic features of the internal genes between the patients with severe and mild outcomes (Table S2 ). Sequence data determined in this study were deposited with the GISAID database under accession numbers EPI610408 to EPI610535, EPI630406 to EPI630425, and EPI635481 to EPI635540.
In the following influenza season (2015/16), H1N1pdm infections were more prevalent than A/H3N2 and type B virus infections in the Northern Hemisphere temperate regions, as reported by GISRS.
11
Most of these H1N1pdm isolates reacted well with the ferret antisera described above (data not shown), indicating that no apparent anti- 
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